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<12 0> CHIMERIZING PROTEIN KINASES FOR DRUG 
DISCOVERY 



<130> A33864 090495.0232 



<140> 09/918,873 
<141> 2001-07-31 



<160> 39 



<170> FastSEQ for Windows Version 4.0 



<210> 1 

<211> 360 

<212> PRT 

<213> Rattus norvegicus 



<400> 1 

Met Ser Gin Glu 
1 

He Trp Glu Val 
20 

Gly Ala Tyr Gly 
35 

Arg Val Ala Val 
50 

Ala Lys Arg Thr 
65 

Glu Asn Val He 

Glu Glu Phe Asn 
100 

Leu Asn Asn He 
115 

Phe Leu He Tyr 
130 

Asp He He His 
145 

Asp Cys Glu Leu 

Asp Glu Met Thr 
180 

He Met Leu Asn 
195 

Val Gly Cys He 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr He Gin 
260 

Val Phe He Gly 



Arg Pro Thr Phe 
5 

Pro Glu Arg Tyr 

Ser Val Cys Ala 
40 

Lys Lys Leu Ser 
55 

Tyr Arg Glu Leu 
70 

Gly Leu Leu Asp 
85 

Asp Val Tyr Leu 

Val Lys Cys Gin 
120 

Gin He Leu Arg 
135 

Arg Asp Leu Lys 
150 

Lys He Leu Asp 
165 

Gly Tyr Val Ala 

Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

He Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 
Ala Asn Pro Leu 



Tyr Arg Gin Glu 
10 

Gin Asn Leu Ser 
25 

Ala Phe Asp Thr 

Arg Pro Phe Gin 
60 

Arg Leu Leu Lys 
75 

Val Phe Thr Pro 
90 

Val Thr His Leu 
105 

Lys Leu Thr Asp 

Gly Leu Lys Tyr 
140 

Pro Ser Asn Leu 
155 

Phe Gly Leu Ala 
170 

Thr Arg Trp Tyr 
185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu He Leu 
235 

Lys He Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 



Leu Asn Lys Thr 
15 

Pro Val Gly Ser 
30 

Lys Thr Gly His 
45 

Ser He He His 

His Met Lys His 
80 

Ala Arg Ser Leu 
95 

Met Gly Ala Asp 
110 

Asp His Val Gin 
125 

He His Ser Ala 

Ala Val Asn Glu 
160 

Arg His Thr Asp 
175 

Arg Ala Pro Glu 
190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 



• 







275 










280 










285 








Leu 


Val 


Leu 


Asp 


Ser 


Asp 


Lys 


Arg 


He 


Thr 


Ala 


Ala 


Gin 


Ala 


Leu 


Ala 




290 










295 










300 










His 


Ala 


Tyr 


Phe 


Ala 


Gin 


Tyr 


His 


Asp 


Pro 


Asp 


Asp 


Glu 


Pro 


Val 


Ala 


305 










310 










315 










320 


Asp 


Pro 


Tyr 


Asp 


Gin 


Ser 


Phe 


Glu 


Ser 


Arg 


Asp 


Leu 


Leu 


He 


Asp 


Glu 










325 










330 










335 




Trp 


Lys 


Ser 


Leu 


Thr 


Tyr 


Asp 


Glu 


Val 


He 


Ser 


Phe 


Val 


Pro 


Pro 


Pro 








340 










345 










350 






Leu 


Asp 


Gin 


Glu 


Glu 


Met 


Glu 


Ser 



















355 360 



<210> 2 

<211> 379 

<212> PRT 

<213> Rattus norvegicus 

<308> AAF21978 

<309> 2001-01-01 

<400> 2 



Met 


Ser 


Trp 


Ser 


Pro 


Ser 


Leu 


Pro 


Thr 


Gin 


Thr 


Cys 


Gly Ala 


Trp 


Glu 


1 








5 










10 










15 




Met 


Lys 


Glu 


Arg 


Leu 


Gly 


Thr 


Gly 


Gly 


Phe 


Gly Asn Val 


He 


Arg 


Trp 








20 










25 










30 






His 


Asn 


Gin 


val 


Thr 


Gly 


Glu 


Gin 


He 


Ala 


He 


Lys 


Gin 


Cys 


Arg 


Gin 






35 










40 










45 








Glu 


Leu 


Ser 


Pro 


Lys 


Asn 


Arg 


Asp 


Arg 


Trp 


Cys 


Leu 


Glu 


He 


Gin 


He 




50 










55 










60 










Met 


Arg 


Arg 


Leu 


Asn 


His 


Pro 


Asn 


Val 


Val 


Ala 


Ala 


Arg 


Asp 


Val 


Pro 


65 










70 










75 










80 


Glu 


Gly 


Met 


Gin 


Asn 


Leu 


Ala 


Pro 


Asn 


Asp 


Leu 


Pro 


Leu 


Leu 


Ala 


Met 










85 










90 










95 




Glu 


Tyr 


Cys 


Gin 


Gly 


Gly 


Asp 


Leu 


Arg 


Arg 


Tyr 


Leu 


Asn 


Gin 


Phe 


Glu 








100 










105 










110 






Asn 


Cys 


Cys 


Gly 


Leu 


Arg 


Glu 


Gly 


Ala 


He 


Leu 


Thr 


Leu 


Leu 


Ser 


Asp 






115 










120 










125 








He 


Ala 


Ser 


Ala 


Leu 


Arg 


Tyr 


Leu 


His 


Glu 


Asn 


Arg 


He 


He 


His 


Arg 




130 










135 










140 










Asp 


Leu 


Lys 


Pro 


Glu 


Asn 


He 


Val 


Leu 


Gin 


Gin 


Gly 


Glu 


Lys 


Arg 


Leu 


145 










150 










155 










160 


He 


His 


Lys 


He 


He 


Asp 


Leu 


Gly 


Tyr 


Ala 


Lys 


Glu 


Leu 


Asp 


Gin Gly 










165 










170 










175 




Ser 


Leu 


Cys 


Thr 


Ser 


Phe 


Val 


Gly 


Thr 


Leu 


Gin 


Tyr 


Leu 


Ala 


Pro 


Glu 








180 










185 










190 






Leu 


Leu 


Glu 


Gin 


Gin 


Lys 


Tyr 


Thr 


Val 


Thr 


Val 


Asp 


Tyr 


Trp 


Ser 


Phe 






195 










200 










205 








Gly 


Thr 


Leu 


Ala 


Phe 


Glu 


Cys 


He 


Thr 


Gly 


Phe 


Arg 


Pro 


Phe 


Leu 


Pro 




210 










215 










220 










Asn 


Trp 


Gin 


Pro 


Val 


Gin 


Trp 


His 


Ser 


Lys 


Val 


Arg 


Gin 


Lys 


Ser 


Glu 


225 










230 










235 










240 


Val 


Asp 


He 


Val 


Val 


Ser 


Glu 


Asp 


Leu 


Asn 


Gly Thr 


Val 


Lys 


Phe 


Ser 










245 










250 










255 




Ser 


Ser 


Ser 


Pro 


Phe 


Pro 


Asn 


Asn 


Leu 


Asn 


Ser 


Val 


Leu 


Ala 


Glu 


Arg 








260 










265 










270 






Leu 


Glu 


Lys 


Trp 


Leu 


Gin 


Leu 


Met 


Leu 


Thr 


Trp 


Gin 


Pro 


Arg 


Gin 


Arg 



275 

Gly Val Asp Pro Gin 
290 

Asp lie Leu Asn Leu 
305 

Thr lie His Thr Tyr 
325 

Lys Thr Arg lie Arg 
340 

Leu Leu Gin Glu Ala 
355 

Gin Cys lie Ser Asp 
370 



280 

Tyr Gly Pro Asn Gly Cys 
295 

Lys Leu Val His lie Leu 
310 315 
Pro Val Met Glu Asp Glu 
330 

Glu Asp Thr Gly lie Leu 
345 

Gly Leu Val Leu Leu Pro 
360 

Ser Lys Thr Asn Glu Gly 
375 



285 

Phe Arg Ala Leu Asp 
300 

Asn Met Val Thr Gly 
320 

Ser Leu Gin Ser Leu 
335 

Glu Thr Asp Gin Glu 
350 

Asp Lys Pro Ala Thr 
365 



<210> 3 
<211> 349 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Consensus sequence of p38 and ikk 

<221> VARIANT 
<222> (26) . . . (26) 
<223> Phe or Tyr 

<221> VARIANT 
<222> (41) . . . (41) 
<223> He or Val 

<221> VARIANT 
<222> (43) . . . (43) 
<223> He or Val 

<221> VARIANT 
<222> (65) . . . (65) 
<223> Met or Leu 

<221> VARIANT 
<222> (68) . . . (68) 
<223> Met or Leu 

<221> VARIANT 
<222> (74) . . . (74) 
<223> He or Val 

<221> VARIANT 
<222> (105) . . . (105) 
<223> Asn or Gin 

<221> VARIANT 
<222> (114) . . . (114) 
<223> Asp or Glu 



<221> VARIANT 
<222> (117) . . . 



(117) 



<223> He of Val 

<221> VARIANT 
<222> (123) . . . (123) 
<223> Asn or Gin 

<221> VARIANT 
<222> (149) . . . (149) 
<223> Asn or Gin 

<221> VARIANT 
<222> (167) . . . (167) 
<223> Asp or Gin 

<221> VARIANT 
<222> (172) . . . (172) 
<223> Phe or Tyr 

<221> VARIANT 
<222> (185) . . . (185) 
<223> Asn or Glu 

<221> VARIANT 
<222> (216) . . . (216) 
<223> Asp or Gin 

<221> VARIANT 
<222> (218) . . . (218) 
<223> He or Val 

<221> VARIANT 
<222> (219) . . . (219) 
<223> Asp or Gin 

<221> VARIANT 
<222> (234) . . . (234) 
<223> Asn or Glu 

<221> VARIANT 
<222> (249) . . . (249) 
<223> Asn or Gin 

<221> VARIANT 
<222> (261) . . . (261) 
<223> Asn or Gin 

<221> VARIANT 
<222> (267) . . . (267) 
<223> Asn or Gin 

<221> VARIANT 
<222> (304) . . . (304) 
<223> Asp or Glu 

<221> VARIANT 
<222> (325) . . . (325) 
<223> Asp or Glu 



i 




<221> VARIANT 
<222> (335) . . . (335) 
<223> He or Val 

<221> VARIANT 
<222> (348) . . . (348) 
<223> Asp or Glu 



<400> 3 



Met 


Gin 


Glu 


Arg 


Pro 


Ser 


Leu 


Pro 


Arg 


Gin 


Glu 


Cys 


Asn 


Ala 


Trp 


Glu 


1 








5 










10 










15 




Met 


Lys 


Glu 


Arg 


Leu 


Gly 


Ser 


Gly Ala 


Xaa Gly Asn Val 


Cys 


Ala 


Ala 








20 










25 










30 






His 


Asx 


Gin 


Lys 


Thr 


Gly 


Glu 


Arg 


Xaa 


Ala 


Xaa 


Lys 


Gin 


Cys 


Arg 


Arg 






35 










40 










45 








Glu 


Leu 


Ser 


He 


He 


Asn 


Ala 


Asp 


Arg 


Thr 


Cys 


Arg 


Glu 


He 


Arg 


He 




50 










55 










60 










Xaa 


Arg 


Arg 


Xaa 


Asn 


His 


Glu 


Asn 


Val 


Xaa 


Ala 


Ala 


Arq 


Asp 


Val 


Phe 


65 










70 










75 










80 


Glu 


Gly 


Ala 


Arg 


Asn 


Leu 


Ala 


Glu 


Asn 


Asx 


Asp 


Leu 


Leu 


Ala 


Met 


Glu 










85 










90 










95 




His 


Cys 


Gin 


Gly 


Ala 


Asp 


Leu 


Asn 


Xaa 


He 


Glu 


Asn 


Cys 


Cys 


Gly Leu 








100 










105 










110 






Arg 


Xaa 


Asp 


Ala 


Xaa 


Gin 


Phe 


Leu 


He 


Ser 


Xaa 


He 


Ala 


Arg 


Ala 


Leu 






115 










120 










125 








Arg 


Tyr 


He 


His 


Glu 


Ala 


Arg 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Glu 




130 










135 










140 










Asn 


He 


Ala 


Leu 


Xaa 


Glx 


Asp 


Cys 


Glu 


Arg 


Lys 


He 


He 


Asp 


Leu 


Gly 


145 










150 










155 










160 


Leu 


Ala 


Arg 


Glu 


Leu 


Asp 


Xaa 


Glu 


Met 


Thr Gly Xaa 


Val 


Ala 


Thr 


Arg 










165 










170 










175 




Gin 


Tyr 


Arg 


Ala 


Pro 


Glu 


He 


Leu 


Xaa 


Gin 


Gin 


His 


Tyr 


Asn 


Gin 


Thr 








180 










185 










190 






Val 


Asp 


He 


Trp 


Ser 


Phe 


Gly 


Cys 


He 


Ala 


Ala 


Glu 


Cys 


He 


Thr Gly 






195 










200 










205 








Arg 


Pro 


Leu 


Leu 


Pro 


Asn 


Thr 


Xaa 


His 


Xaa 


Xaa 


Arg 


Gin 


Lys 


Leu 


Glu 




210 










215 










220 










Leu 


Arg 


He 


Val 


Gly 


Ser 


Glu 


Asp 


Ala 


Xaa 


Gly 


Leu 


Lys 


Lys 


He 


Ser 


225 










230 










235 










240 


Ser 


Glu 


Ser 


Ala 


Arg 


Asn 


Asn 


He 


Xaa 


Ser 


Leu 


Ala 


Ala 


Glu 


Arg 


Leu 










245 










250 










255 




Glu 


Asn 


Phe 


Ala 


Xaa 


Leu 


Met 


He 


Gly Ala 


Xaa 


Pro 


Arg 


Ala 


Arg 


Asp 








260 










265 










270 






Leu 


Asp 


Glu 


Gin 


Met 


Arg 


Ala 


Leu 


Asp 


Asp 


Asp 


Leu 


Arg 


He 


Lys 


Ala 






275 










280 










285 








Ala 


Gin 


Ala 


Leu 


Ala 


His 


Ala 


Thr 


He 


Ala 


Gin 


Tyr 


His 


Asp 


Met 


Xaa 




290 










295 










300 










Asp 


Glu 


Pro 


Leu 


Ala 


Asp 


Leu 


Lys 


Asp 


Arg 


He 


Arg 


Glu 


Asp 


Arg 


Asp 


305 










310 










315 










320 


He 


Leu 


Glu 


Asp 


Xaa 


Gin 


Glu 


Leu 


Leu 


Gin 


Glu 


Ala 


Glu 


Leu 


Xaa 


Leu 










325 










330 










335 




Leu 


Pro 


Asp 


Lys 


Pro 


Ala 


Asp 


Gin 


Cys 


Glu 


Met 


Xaa 


Ser 









340 345 



<210> 4 



<211> 393 
<212> PRT 

<213> Rattus norvegicus 

<308> Q01986 
<309> 1993-05-13 



<400> 4 



Met 


Pro 


Lys 


Lys 


Lys 


Pro 


Thr 


Pro 


He 


Gin 


Leu 


Asn 


Pro 


Ala 


Pro 


Asp 


1 








5 










10 










15 




Gly Ser 


Ala 


Val 


Asn Gly 


Thr 


Ser 


Ser 


Ala 


Glu 


Thr 


Asn 


Leu 


Glu 


Ala 








20 










25 










30 






Leu 


Gin 


Lys 
35 


Lys 


Leu 


Glu 


Glu 


Leu 
40 


Glu 


Leu 


Asp 


Glu 


Gin 
45 


Gin 


Arg 


Lys 


Arg 


Leu 


Glu 


Ala 


Phe 


Leu 


Thr 


Gin 


Lys 


Gin 


Lys 


Val 


Gly Glu 


Leu 


Lys 




50 










55 










60 










Asp 

It 


Asp 


Asp 


Phe 


Glu 


Lys 


He 


Ser 


Glu 


Leu Gly Ala 


Gly Asn 


Gly Gly 


65 










70 










75 










80 


Val 


Val 


Phe 


Lys 


Val 


Ser 


His 


Lys 


Pro 


Ser Gly Leu Val 


Met 


Ala 


Arg 










85 










90 










95 




Lvs 


Leu 


He 


His 
100 


Leu 


Glu 


He 


Lys 


Pro 
105 


Ala 


He 


Arg 


Asn 


Gin 
110 

11U 


He 


He 


Arg 


Glu 


Leu 
115 


Gin 


Val 


Leu 


His 


Glu 
120 


Cys 


Asn 


Ser 


Pro 


Tyr 
125 


He 


Val 


Gly 


Phe 


Tyr 


Glv 


Ala 


Phe 


Tyr 


Ser 


Asp Gly 


Glu 


He 


Ser 


He 




Met 


Glu 




130 










135 










140 










His 


Met 


Asp 


Glv 


Gly 


Ser 


Leu 


Asp 


Gin 


Val 


Leu 


Lys 


Lys 


Ala 


Gly Arg 


145 










150 










155 










160 


He 


Pro 


Glu 


Gin 


He 
165 


Leu 


Glv 


Lys 


Val 


Ser 
170 


He 


Ala 


Val 


He 


Lys 
175 


Gly 


Leu 


Thr 


Tvr 


Leu 
180 


Arg 


Glu 


Lys 


His 


Lys 
185 


He 


Met 


His 


Arg 


Asp 

J. y v 


Val 


Lys 


Pro 


Ser 


Asn 


He 


Leu 


Val 


Asn 


Ser Arg Gly Glu 


He 


Lys 




Cys 


Asp 






195 










200 










205 








Phe 


Gly 


Val 


Ser 


Gly Gin 


Leu 


He 


Asp 


Ser 


Met 


Ala 


Asn 


Ser 


Phe 


Val 




210 










215 










220 










Gly 


Thr 


A TCI 


Ser 


Tyr 


Met 


Ser 


Pro 


Glu 


Arg 


Leu 


Gin 


Gly 


Thr 


His 


Tyr 


225 










230 










235 










240 


Ser 


Val 


Gin 


Ser 


Asp 
245 


He 


1 L P 


Ser 


Met 


Gly 
250 


Leu 


Ser 


Leu 


Val 


Glu 
255 


Met 


Ala 


Ua 1 

v d -L 


Glv 


rti y 

260 


Tyr 


Pro 


He 


Pro 


Pro 
265 


Pro 


Asp 


Ala 


Lys 


Glu 
270 


Leu 


Glu 


Leu 


Leu 


Phe 


Gly 


Cys 


Gin 


Val 


Glu 


Gly Asp Ala Ala Glu 


Thr 


Pro 


Pro 
















280 










285 








Arg 


Pro 


Arg 


Thr 


Pro 


Gly 


Arg 


Pro 


Leu 


Ser 


Ser 


Tyr Gly 


Met 


Asp 


Ser 




290 










295 










300 










Arg 


Pro 


Pro 


Met 


Ala 


He 


Phe 


Glu 


Leu 


Leu 


Asp 


Tyr 


He 


Val 


Asn 


Glu 


305 










310 










315 










320 


Pro 


Pro 


Pro 


Lys 


Leu 


Pro 


Ser 


Gly Val 


Phe 


Ser 


Leu 


Glu 


Phe 


Gin 


Asp 










325 










330 










335 




Phe 


Val 


Asn 


Lys 
340 


Cys 


Leu 


He 


Lys 


Asn 
345 


Pro 


Ala 


Glu 


Arg 


Ala 
350 


Asp 


Leu 


Lys 


Gin 


Leu 
355 


Met 


Val 


His 


Ala 


Phe 
360 


He 


Lys 


Arg 


Ser 


Asp 
365 


Ala 


Glu 


Glu 


Val 


Asp 


Phe 


Ala 


Gly Trp 


Leu 


Cys 


Ser 


Thr 


He 


Gly 


Leu 


Asn 


Gin 


Pro 




370 










375 










380 










Ser 


Thr 


Pro 


Thr 


His 


Ala 


Ala 


Ser 


He 


















385 390 



<210> 5 
<211> 345 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Consensus sequence of p38 and MEK-1 

<221> VARIANT 
<222> (9) . . . (9) 
<22 3> Phe or Tyr 

<221> VARIANT 
<222> (14) . . . (14) 
<223> Asn or Gin 

<221> VARIANT 
<222> (22) . . . (22) 
<223> Asp or Glu 

<221> VARIANT 
<222> (24) . . . (24) 
<223> Phe or Tyr 

<221> VARIANT 
<222> (82) . . . (83) 
<223> He or Val 

<221> VARIANT 
<222> (102) . . . (102) 
<223> Leu or Met 

<221> VARIANT 
<222> (109) . . . (109) 
<223> Asn or Gin 

<221> VARIANT 
<222> (110) . . . (110) 
<223> He or Val 

<221> VARIANT 
<222> (118) . . . (118) 
<223> Asp or Glu 

<221> VARIANT 
<222> (119) . . . (119) 
<223> Asp or Gin 

<221> VARIANT 
<222> (128) . . . (128) 
<223> He or Val 



<221> VARIANT 
<222> (176) . . . (176) 



<223> Phe or Tyr 



<221> VARIANT 
<222> (189) . . . (189) 
<223> Asn or Gin 

<221> VARIANT 
<222> (206) . . . (206) 
<223> Leu or Met 

<221> VARIANT 
<222> (209) . . . (209) 
<223> Leu or Met 

<221> VARIANT 
<222> (223) . . . (223) 
<223> Asp or Glu 

<221> VARIANT 
<222> (255) . . . (255) 
<223> Leu or Met 

<221> VARIANT 
<222> (285) . . . (285) 
<223> Asp or Glu 

<221> VARIANT 
<222> (287) . . . (287) 
<223> Asp or Gin 

<221> VARIANT 
<222> (290) . . . (290) 
<223> He or Val 

<221> VARIANT 
<222> (303) . . . (303) 
<223> Asp or Gin 

<221> VARIANT 
<222> (312) . . . (312) 
<223> Phe or Tyr 

<221> VARIANT 
<222> (317) . . . (317) 
<223> Asp or Glu 

<221> VARIANT 
<222> (320) . . . (320) 
<223> Asp or Glu 

<400> 5 

Gin Gin Arg Glu Arg Leu Glu Ala Xaa Arg Gin Glx Leu Xaa Lys Thr 

15 10 15 

Gly Glu Glu Lys Asp Xaa Arg Xaa Glx Asn He Ser Glu Leu Gly Ala 

20 25 30 

Gly Ala Gly Gly Ser Val Cys Ala Ala Phe Asp Lys Lys Ser Gly His 
35 40 45 



Arg Met Ala Arg 
50 

Asn Arg lie lie 
65 

Asn Xaa Xaa Gly 

He Cys Met Glu 
100 

Ala Gin Arg He 
115 

He Arg Gly Leu 
130 

Leu Lys Pro Ser 
145 

Cys Asp Phe Gly 

Val Ala Thr Arg 
180 

Tyr Asn Gin Gin 
195 

Xaa Ala Thr Gly 
210 

Glu Leu Leu He 
225 

Lys Arg He Arg 

Gin Arg Pro Lys 
260 

Leu Ala Pro Asp 
275 

Arg Xaa Asn Ala 
290 

His Glx Leu Met 
305 

Leu Asp He Ala 

Phe Thr Pro Pro 
340 



Lys Leu He His 
55 

Arg Glu Leu Arg 
70 

Leu Leu Asp Ala 
85 

His Xaa Asp Gly 

Pro Xaa Xaa His 
120 

Lys Tyr lie Arg 
135 

Asn He Ala Val 
150 

Leu Ala Arg Gin 
165 

Ser Tyr Arg Ala 

Ser Asp lie Trp 
200 

Arg Thr Leu He 
215 

Gly Arg Gin Val 
230 

Ser Glu Gly Ala 
245 

Met Ala Phe Ala 

Leu Leu Glu Gly 
280 

Ala Gin Ala Leu 
295 

Ala Asp Ala Xaa 
310 

Glu Trp Leu Cys 
325 

His Ala Ala Gin 



Arg Glu He Gin 
60 

Leu Leu His Glu 
75 

Phe Thr Pro Ala 
90 

Ala Asp Leu Asx 
105 

Leu Gin Lys Leu 

Glu Ala Asp He 
140 

Asn Glu Arg Cys 
155 

Leu Asp Asp Glu 
170 

Pro Glu Arg Leu 
185 

Ser Met Gly Cys 

Pro Gly Pro Asp 
220 

Glu Gly Asp Ala 
235 

Arg Asn Ser He 
250 

Asn Leu Asp He 
265 

Met Leu Ser Leu 

Ala His Ala Glu 
300 

Asp Gin Arg Phe 
315 

Leu Thr He Asp 
330 

Glu 
345 



Pro Ala lie Arg 

Cys Asn His Glu 
80 

Arg Glu He Glu 
95 

Xaa Xaa Leu Lys 
110 

He He Ala Xaa 
125 

lie His Arg Asp 

Glu He Lys lie 
160 

Met Ala Asn Xaa 
175 

Xaa Gly Met His 
190 

lie Xaa Ala Glu 
205 

Ala He Xaa Gin 

Ala Glu Leu Leu 
240 

Gin Gly Xaa Ala 
255 

Gly Ala Asn Glu 
270 

Xaa Phe Xaa Asp 
285 

Arg Ala Xaa Leu 

Xaa Ala Arg Xaa 
320 

Glu Asn Gin Pro 
335 



<210> 6 
<211> 18 
<212> PRT 

<213> Mus musculus 

<308> BAA85877 
<309> 1999-10-29 

<400> 6 

Gin Asn Leu Lys Pro lie Gly Ser Gly Ala Gin Gly He Val Cys Ala 

15 10 15 

Ala Tyr 



<210> 7 
<211> 23 



<212> PRT 

<213> Homo sapiens 

<308> 18158777 
<309> 2001-01-29 

<400> 7 

Gin Glu Val Ser Tyr Thr Asp Thr Lys Val lie Gly Asn Gly Ser Phe 

1 5 10 15 

Gly Val Val Tyr Gin Ala Lys 
20 



<210> 8 
<211> 18 
<212> PRT 

<213> Rattus norvegicus 

<308> P47197 
<309> 1996-06-01 

<400> 8 

Asp Tyr Leu Lys Leu Leu Gly Lys Gly Thr Phe Gly Lys Val lie Leu 

15 10 15 

Val Arg 



<210> 9 
<211> 24 
<212> PRT 

<213> Neurospora crassa 

<308> T18359 
<309> 1994-04-21 

<400> 9 

Arg Asp Leu Thr Glu Asn Val Asn 

1 5 
Gin Val Arg Glu He Ala Lys Val 
20 



Gly Met Ala Met Asn Leu Thr Thr 
10 15 



<210> 10 
<211> 15 
<212> PRT 

<213> Mus musculus 

<308> BAA85877 
<309> 1999-10-29 

<400> 10 

Thr His Ala Lys Arg Ala Tyr Arg Glu Leu Val Leu Met Lys Cys 
15 10 15 



<210> 11 



<211> 13 
<212> PRT 

<213> Homo sapiens 

<308> 18158777 
<309> 2001-01-29 

<400> 11 

Lys Arg Phe Lys Asn Arg Glu Leu Gin lie Met Arg Lys 
15 10 



<210> 12 
<211> 15 
<212> PRT 

<213> Rattus norvegicus 

<308> P47197 
<309> 1996-06-01 

<400> 12 

Asp Glu Val Ala His Thr Val Thr Glu Ser Arg Val Leu Gin Asn 
15 10 15 



<210> 13 
<211> 24 
<212> PRT 

<213> Neurospora crassa 

<308> T18359 
<309> 1994-04-21 

<400> 13 

Leu Asp Leu Lys Asn Thr lie Asn Thr Met Val Asp Arg Leu Gly Thr 

15 10 15 

Phe Ala Phe Glu Val Ser Lys Val 
20 



<210> 14 
<211> 8 
<212> PRT 

<213> Mus musculus 

<308> BAA85877 
<309> 1999-10-29 

<400> 14 

Val Asn His Lys Asn lie lie Ser 
1 5 



<210> 15 

<211> 8 

<212> PRT 

<213> Homo sapiens 




<308> 18158777 
<309> 2001-01-29 

<400> 15 

Leu Asp His Cys Asn lie Val Arg 
1 5 



<210> 16 
<211> 8 
<212> PRT 

<213> Rattus norvegicus 

<308> P47197 
<309> 1996-06-01 

<400> 16 

Thr Arg His Pro Phe Leu Thr Ala 
1 5 



<210> 17 
<211> 8 
<212> PRT 

<213> Neurospora crassa 

<308> T18359 
<309> 1994-04-21 

<400> 17 

Ala Arg Glu Val Gly Thr Asp Gly 
1 5 



<210> 18 
<211> 16 
<212> PRT 

<213> Mus musculus 

<308> BAA85877 
<309> 1999-10-29 

<400> 18 

Gin Asp Val Tyr Leu Val Met Glu Leu Met Asp Ala Asn Leu Cys Gin 
15 10 15 



<210> 19 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<308> 18158777 
<309> 2001-01-29 



<400> 19 



Val Tyr Leu Asn Leu Val Leu Asp Tyr Val Pro Glu Thr Val Tyr Arg 
15 10 15 



<210> 20 
<211> 15 
<212> PRT 

<213> Rattus norvegicus 

<308> P47197 
<309> 1996-06-01 

<400> 20 

Cys Phe Val Met Glu Tyr Ala Asn Gly Gly Asp Leu Phe Phe His 
15 10 15 



<210> 21 
<211> 16 
<212> PRT 

<213> Neurospora crassa 

<308> T18359 
<309> 1994-04-21 

<400> 21 

Lys Asp Leu Thr Glu Asn Val Asn Thr Met Ala Ser Asn Leu Thr Ser 
15 10 15 



<210> 22 
<211> 5 
<212> PRT 

<213> Mus musculus 

<308> BAA85877 
<309> 1999-10-29 

<400> 22 

Val Met Asn Ser Glu 
1 5 



<210> 23 
<211> 12 
<212> PRT 

<213> Homo sapiens 

<308> 18158777 
<309> 2001-01-29 

<400> 23 

Ala Thr lie Leu lie Pro Pro His Ala Arg lie Gin 
15 10 



<210> 24 



♦ 



<211> 12 
<212> PRT 

<213> Rattus norvegicus 

<308> P47197 
<309> 1996-06-01 

<400> 24 

Leu Asp Gin Arg Thr His Phe Pro Gin Phe Ser Tyr 
15 10 



<210> 25 
<211> 12 
<212> PRT 

<213> Neurospora crassa 

<308> T18359 
<309> 1994-04-21 

<400> 25 

Val Phe Asn Ala Leu Lys Thr Leu Ala Val Lys Glu 
15 10 



<210> 26 

<211> 360 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> IKKb/p38 ATP chimera binding site 



<400> 26 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Phe 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly 


His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Met 


Lys 


His 


Met 


Lys 


His 


65 










70 










75 










80 


Glu 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Glu 


His 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 




180 

lie Met Leu Asn 
195 

Val Gly Cys He 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr He Gin 
260 

Val Phe He Gly 
275 

Leu Val Leu Asp 
290 

His Ala Tyr Phe 
305 

Asp Pro Tyr Asp 

Trp Lys Ser Leu 
340 

Leu Asp Gin Glu 
355 



Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

He Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 

Ala Asn Pro Leu 
280 

Ser Asp Lys Arg 
295 

Ala Gin Tyr His 
310 

Gin Ser Phe Glu 
325 

Thr Tyr Asp Glu 

Glu Met Glu Ser 
360 



185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu He Leu 
235 

Lys He Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 

He Thr Ala Ala 
300 

Asp Pro Asp Asp 
315 

Ser Arg Asp Leu 
330 

Val He Ser Phe 
345 



190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 
285 

Gin Ala Leu Ala 

Glu Pro Val Ala 
320 

Leu He Asp Glu 
335 

Val Pro Pro Pro 
350 



<210> 27 

<211> 360 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> MEKl/p38 ATP chimera binding site 



<400> 27 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Gly 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Leu 


Lys 


His 


Met 


Lys 


His 


65 










70 










75 










80 


Glu 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Glu 


His 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 










Ton 
1 o U 










1 AC 

Ioj 










1 Qrt 






lie 


Met 


Leu 


Asn 


Trp 


Met 


His 


Tyr 


Asn 


din 


Thr 


Val 


Asp 


lie 


Trp 


Ser 






195 










o n a 










one 
2 Ub 








Val 


Gly 


Cys 


He 


Met 


Ala 


Glu 


Leu 


Leu 


Thr 


Gly Arg 


Thr 


Leu 


Pne 


Pro 




210 










215 










9 9 n 










Gly 


Thr 


Asp 


His 


lie 


Asp 


Gin 


Leu 


Lys 


Leu 


11c 


Leu 


Arg 


Leu 


val 


Gly 


225 










*i *i n 
2 6 U 










9 ^ 










2 3 U 


Thr 


Pro Gly Ala 


Glu 


Leu 


T A! 1 

Leu 


Lys 


Lys 


lie 


Ser 


Ser 


QjlU 


Ser 


Aia 


Arg 










245 




















£ JJ 




Asn 


Tyr 


He 


Gin 


Ser 


T A1 1 

Leu 


TV "1 _ 

Ala 


oin 


Met 


Pro 


Lys 


nec 


Asn 


pne 


Aia 


Asn 








260 










O G. 










z / u 






val 


Phe 


He 


Gly Ala 


Asn 


Pro 


Leu 


Ala 


Val 


Asp 


Leu 


Leu 


ulU 


Lys 


Men 






275 










O Q A 










O Q C 








Leu 


Val 


Leu 


Asp 


Ser 


Asp 


Lys 


Arg 


lie 


Thr 


Ala 


Ala 


bin 


Ala 


Leu 


Ala 




290 










2 y d 










300 










His 


Ala 


Tyr 


Phe 


Ala 


Gin 


Tyr 


His 


Asp 


Pro 


Asp 


Asp 


Glu 


Pro 


val 


Ala 


"i r» c 










j 1U 










315 










ion 


Asp 


Pro 


Tyr 


Asp 


Gin 


Ser 


Phe 


Glu 


Ser 


Arg 


Asp 


Leu 


Leu 


He 


Asp 


Glu 










325 










330 










335 




Trp 


Lys 


Ser 


Leu 


Thr 


Tyr 


Asp 


Glu 


Val 


He 


Ser 


Phe 


Val 


Pro 


Pro 


Pro 








340 










345 










350 






Leu 


Asp 


Gin 


Glu 


Glu 


Met 


Glu 


Ser 



















355 360 



<210> 28 

<211> 360 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> JNK-3/p38 ATP chimera binding site 



<400> 28 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Gin 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Met 


Lys 


His 


Met 


Lys 


His 


65 










70 










75 










80 


Glu 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Met 


His 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 



♦ 



180 185 190 

lie Met Leu Asn Trp Met His Tyr Asn Gin Thr Val Asp lie Trp Ser 

195 200 205 

Val Gly Cys lie Met Ala Glu Leu Leu Thr Gly Arg Thr Leu Phe Pro 

210 215 220 

Gly Thr Asp His lie Asp Gin Leu Lys Leu lie Leu Arg Leu Val Gly 
225 230 235 240 

Thr Pro Gly Ala Glu Leu Leu Lys Lys lie Ser Ser Glu Ser Ala Arg 

245 250 255 

Asn Tyr lie Gin Ser Leu Ala Gin Met Pro Lys Met Asn Phe Ala Asn 

260 265 270 

Val Phe lie Gly Ala Asn Pro Leu Ala Val Asp Leu Leu Glu Lys Met 

275 280 285 

Leu Val Leu Asp Ser Asp Lys Arg lie Thr Ala Ala Gin Ala Leu Ala 

290 295 300 

His Ala Tyr Phe Ala Gin Tyr His Asp Pro Asp Asp Glu Pro Val Ala 
305 310 315 320 

Asp Pro Tyr Asp Gin Ser Phe Glu Ser Arg Asp Leu Leu lie Asp Glu 

325 330 335 

Trp Lys Ser Leu Thr Tyr Asp Glu Val lie Ser Phe Val Pro Pro Pro 

340 345 350 

Leu Asp Gin Glu Glu Met Glu Ser 
355 360 



<210> 29 
<211> 360 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> GSK-3/p38 ATP chimera binding site 



<400> 29 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Phe 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Met 


Lys 


His 


Met 


Lys 


His 


65 










70 










75 










80 


Glu 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Leu 


His 


Leu 


Met 


Gly Ala Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 



180 

lie Met Leu Asn 
195 

Val Gly Cys lie 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr lie Gin 
260 

Val Phe lie Gly 
275 

Leu Val Leu Asp 
290 

His Ala Tyr Phe 
305 

Asp Pro Tyr Asp 

Trp Lys Ser Leu 
340 

Leu Asp Gin Glu 
355 



Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

lie Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 

Ala Asn Pro Leu 
280 

Ser Asp Lys Arg 
295 

Ala Gin Tyr His 
310 

Gin Ser Phe Glu 
325 

Thr Tyr Asp Glu 

Glu Met Glu Ser 
360 



185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu lie Leu 
235 

Lys lie Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 

He Thr Ala Ala 
300 

Asp Pro Asp Asp 
315 

Ser Arg Asp Leu 
330 

Val He Ser Phe 
345 



190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 
285 

Gin Ala Leu Ala 

Glu Pro Val Ala 
320 

Leu He Asp Glu 
335 

Val Pro Pro Pro 
350 



<210> 30 

<211> 360 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Akt/p3 8 ATP chimera binding site 

<400> 30 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Phe 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Leu 


Lys 


His 


Met 


Lys 


His 


65 










70 










75 










80 


Glu 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Glu 


His 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 



180 

lie Met Leu Asn 
195 

Val Gly Cys He 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr He Gin 
260 

Val Phe He Gly 
275 

Leu Val Leu Asp 
290 

His Ala Tyr Phe 
305 

Asp Pro Tyr Asp 

Trp Lys Ser Leu 
340 

Leu Asp Gin Glu 
355 



Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

He Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 

Ala Asn Pro Leu 
280 

Ser Asp Lys Arg 
295 

Ala Gin Tyr His 
310 

Gin Ser Phe Glu 
325 

Thr Tyr Asp Glu 

Glu Met Glu Ser 
360 



185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu He Leu 
235 

Lys He Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 

He Thr Ala Ala 
300 

Asp Pro Asp Asp 
315 

Ser Arg Asp Leu 
330 

Val He Ser Phe 
345 



190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 
285 

Gin Ala Leu Ala 

Glu Pro Val Ala 
320 

Leu He Asp Glu 
335 

Val Pro Pro Pro 
350 
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Val 
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Ser 
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Ala 
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Cys 
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Ala 
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Lys 
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Lys 
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He 


He 
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Arg 
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Lys 
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He 
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Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 
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Glu 


Phe 


Asn 


Asp 


Val 


Tyr 
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Val 


Val 
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Leu 


Met 


Gly 


Ala 


Asp 
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Val 


Lys 
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Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 
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He 
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He 


Leu 


Arg 
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Leu 


Lys 


Tyr 


He 
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Ser 


Ala 
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He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 
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Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 
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170 
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Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 
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Tie 

lie 


Met 


Leu 


Asn 


lrp 


Mo t- 

i v ie U 


T-T-i c 
tl 1 5 


iyr 


Asn 


m n 

Vj X 11 


Thr- 
ill i 


Val 




n o 


Ar P 


Ser 






195 










9 n n 










9 n 5 

Z U J 








Val 


Gly Cys 


He 


Mo t- 


Al a 
HX d 
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Leu 


Th t 
i hi. 


m v 

uiy 


Arg 


Thr 


T.pi i 
UC 11 


Phe 


Pro 
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one; 

Z XO 










9 9 0 










o jl y 


Thr 


Asp 
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He 


nop 




T .on 

DC LI 


T.vc 


Leu 


He 


Leu 




Leu 


Val 


Glv 


Z Z D 










9 n 










9 ^ R 

^> j j 










24 0 


Th y- 

1 111 


Pro Gly Ala 


Glu 


Leu 


Leu 


Lys 


Lys 


He 


Ser 


Ser 


Glu 


Ser 


Ala 


Aro 

rtx y 










245 










ocn 










Z J J 




Asn 


Tyr 


He 


Gin 


Ser 


T .on 
XjC u. 


Ala 


V7X 11 


IMC L. 


t J. <wJ 


T ,\/ c 
u y o 


Mpt- 


Ren 
noil 


Pho 

IT 11C 


Ala 


Ben 
noil 
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9 £ t; 

Z D O 










9 7 n 

Z / \J 






val 


Phe 


He 


Gly Ala 


Asn 


Pro 


Leu 


Ala 


Val 


Asp 


Leu 


Leu 


Glu 


Lys 


Met 






275 




















9 fl 

zoo 








Leu 


Val 


Leu 


Asp 


Ser 


ASp 


Lys 


A >~o 

Arg 


Tip 


j. ill. 


2X1 a 

r-lX Ct 


rt.X d 


m n 

Ulil 


Al a 

HI Cl 


LiCU 


Al ^ 

i-iX ct 
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-inn 










nx s 


Ala 


Tyr 


Phe 


Ala 


Gin 


Tvt 


His 


Asp 


Pro 


Asp 


Asp 


Glu 


Pro 


Val 


Ala 


305 










310 










315 










320 


Asp 


Pro 


Tyr 


Asp 


Gin 


Ser 


Phe 


Glu 


Ser 


Arg 


Asp 


Leu 


Leu 


He 


Asp 


Glu 










325 










330 










335 




Trp 


Lys 


Ser 


Leu 


Thr 


Tyr 


Asp 


Glu 


Val 


He 


Ser 


Phe 


Val 


Pro 


Pro 


Pro 








340 










345 
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Leu 


Asp 


Gin 


Glu 


Glu 


Met 


Glu 


Ser 
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Gly 


Ala 
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Ala 
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Lys 
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Arg 
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He 
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Lys 


Arg 


Thr 


Tyr 


Arg 
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Leu 


Arg 
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Leu 


Lys 
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Met 


Asn 


His 


65 










70 
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80 
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Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Thr 


Tyr 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 
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Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 



lie Met Leu 
195 

Val Gly Cys 

210 
Gly Thr Asp 
225 

Thr Pro Gly 

Asn Tyr lie 

Val Phe He 
275 

Leu Val Leu 

290 
His Ala Tyr 
305 

Asp Pro Tyr 

Trp Lys Ser 

Ala Thr Gin 
355 



180 

Asn Trp 

He Met 

His He 

Ala Glu 
245 
Gin Ser 
260 

Gly Ala 

Asp Ser 

Phe Ala 

Asp Gin 
325 
Leu Thr 
340 

Cys Glu 



Met His 

Ala Glu 
215 
Asp Gin 
230 

Leu Leu 

Leu Ala 

Asn Pro 

Asp Lys 
295 
Gin Tyr 
310 

Ser Phe 
Tyr Asp 
Met Glu 



Tyr 
200 
Leu 

Leu 

Lys 

Gin 

Leu 
280 
Arg 

His 

Glu 

Glu 

Ser 
360 



185 
Asn 

Leu 

Lys 

Lys 

Met 
265 
Ala 

He 

Asp 

Ser 

Val 
345 



Gin Thr 

Thr Gly 

Leu He 
235 
He Ser 
250 

Pro Lys 

Val Asp 

Thr Ala 

Pro Asp 
315 
Arg Asp 
330 

He Ser 



Val Asp 
205 
Arg Thr 
220 

Leu Arg 

Ser Glu 

Met Asn 

Leu Leu 
285 
Ala Gin 
300 

Asp Glu 
Leu Leu 
Phe Val 



190 

He Trp Ser 

Leu Phe Pro 

Leu Val Gly 
240 

Ser Ala Arg 

255 
Phe Ala Asn 
270 

Glu Lys Met 

Ala Leu Ala 

Pro Val Ala 
320 

He Asp Glu 

335 
Pro Lys Pro 
350 



<210> 33 
<211> 360 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> MEKl/p38 inhibitor binding site chimera 



<400> 33 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 
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Val 


Gly 


Ser 
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Gly 


Ala 
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Cys 
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Ala 


Phe 
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Thr 


Lys 


Thr Gly His 
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Arg 


Val 


Ala 


Val 


Lys 


Lys 
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Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 
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Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Leu 


Lys 


His 


Met 


Asn 


His 


65 










70 










75 










80 


Pro 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Thr 


His 


Leu 


Met 


Gly Ala Asp 








100 
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110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 
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135 
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Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 



180 

lie Met Leu Asn 
195 

Val Gly Cys He 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr He Gin 
260 

Val Phe He Gly 
275 

Leu Val Leu Asp 
290 

His Ala Tyr Phe 
305 

Asp Pro Tyr Asp 

Trp Lys Ser Leu 
340 

Ala Ala Ser He 
355 



Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

He Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 

Ala Asn Pro Leu 
280 

Ser Asp Lys Arg 
295 

Ala Gin Tyr His 
310 

Gin Ser Phe Glu 
325 

Thr Tyr Asp Glu 

Glu Met Glu Ser 
360 



185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu He Leu 
235 

Lys He Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 

He Thr Ala Ala 
300 

Asp Pro Asp Asp 
315 

Ser Arg Asp Leu 
330 

Val He Ser Phe 
345 



190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 
285 

Gin Ala Leu Ala 

Glu Pro Val Ala 
320 

Leu He Asp Glu 
335 

Val Pro Thr His 
350 
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Ala 
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Ala 
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Lys 
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Arg 
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He 
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Arg 
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Arg 
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Lys 
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Asp 


Val 


Phe 
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Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Thr 


Glu 


Leu 


Met 


Gly 


Ala 


Asp 
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Leu 
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He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 
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He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 
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He 
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Asp 
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Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 
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He 
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Asp 


Phe 
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Ala 


Arg 
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Thr 


Asp 










165 
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Glu 


Met 


Thr 
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Tyr 
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Ala 


Thr 


Arg 
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Tyr 


Arg 


Ala 


Pro 


Glu 
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Met 
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Met 
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Tyr 


Asn 


Gin 


Thr 


Val 
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He 


Trp 


Ser 
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Val 


Gly 
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Met 


Ala 


Glu 
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Leu 


Thr Gly Arg 


Thr 


Leu 


Phe 


Pro 
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O O A 
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Gly 


Thr 


Asp 
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lie 


Asp 


Gin 


Leu 


Lys 


Leu 


He 


Leu 


Arg 


Leu 


Val 


Gly 


225 
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Thr 
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Gly 


Ala 


Glu 


Leu 


Leu 


Lys 


Lys 


lie 


Ser 


Ser 


Glu 


Ser 


Ala 


Arg 
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Tyr 


lie 


Gin 


Ser 


Leu 


Ala 


Gin 


Met 


Pro 


Lys 


Met 


Asn 


Phe 


Ala 


Asn 
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Gly 


Ala 
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Leu 
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Val 


Asp 
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Lys 


Met 
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Asp 
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Val 
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Ser 






195 










200 










1 A C 

2 05 








Val 


Gly 


Cys 


He 


Met 


Ala 


Glu 


Leu 


Leu 


Thr 


Gly Arg 


Thr 


Leu 


Phe 


Pro 




210 










215 










0 0 d 

Z £. \i 










Gly 


Thr 


Asp 


His 


He 


Asp 


Gin 


Leu 


Lys 


Leu 


Tin 

lie 


Leu 


Arg 


Leu 


vai 


(jiy 


225 










2. 3 0 










O 1 c 
2 o ~> 










O A Ci 
z *± U 


Thr 


Pro 


Gly Ala 


Glu 


Leu 


Leu 


Lys 


Lys 


lie 


Ser 


Ser 


CjlU 


Ser 


Ala 


Arg 










245 










OCA 










•ice 
2DD 




Asn 


Tyr 


He 


Gin 


Ser 


Leu 


Ala 


Gin 


Met 


Pro 


Lys 


Met 


Asn 


Phe 


Ala 


Asn 








260 










2 65 










OTA 

21 0 






Val 


Phe 


He 


Gly Ala 


Asn 


Pro 


Leu 


Ala 


Val 


Asp 


Leu 


Leu 


Glu 


Lys 


Met 






275 










2 8 0 










2 85 








Leu 


Val 


Leu 


Asp 


Ser 


Asp 


Lys 


Arg 


He 


Thr 


Ala 


Ala 


Gin 


Ala 


Leu 


Ala 




290 










2 95 










300 










His 


Ala 


Tyr 


Phe 


Ala 


Gin 


Tyr 


His 


Asp 


Pro 


Asp 


Asp 


Glu 


Pro 


Val 


Ala 


"i A C 

3 05 










lift 

3 1 U 










315 










ion 


Asp 


Pro 


Tyr 


Asp 


Gin 


Ser 


Phe 


Glu 


Ser 


Arg 


Asp 


Leu 


Leu 


He 


Asp 


Glu 










325 










330 










335 




Trp 


Lys 


Ser 


Leu 


Thr 


Tyr 


Asp 


Glu 


Val 


He 


Ser 


Phe 


Val 


Pro 


Pro 


His 








340 










345 










350 






Ala 


Arg 


He 


Gin 


Glu 


Met 


Glu 


Ser 



















<210> 36 
<211> 360 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Akt/p38 inhibitor binding site chimera 



<400> 36 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


l 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly Ala 


Tyr Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Leu 


Lys 


His 


Met 


Arg 


His 


65 










70 










75 










80 


Pro 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Thr 


Tyr 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 



180 

lie Met Leu Asn 
195 

Val Gly Cys lie 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr lie Gin 
260 

Val Phe He Gly 
275 

Leu Val Leu Asp 
290 

His Ala Tyr Phe 
305 

Asp Pro Tyr Asp 

Trp Lys Ser Leu 
340 

Gin Phe Ser Val 
355 



Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

He Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 

Ala Asn Pro Leu 
280 

Ser Asp Lys Arg 
295 

Ala Gin Tyr His 
310 

Gin Ser Phe Glu 
325 

Thr Tyr Asp Glu 

Glu Met Glu Ser 
360 



185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu He Leu 
235 

Lys He Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 

He Thr Ala Ala 
300 

Asp Pro Asp Asp 
315 

Ser Arg Asp Leu 
330 

Val He Ser Phe 
345 



190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 
285 

Gin Ala Leu Ala 

Glu Pro Val Ala 
320 

Leu He Asp Glu 
335 

Val Pro Phe Pro 
350 



<210> 37 
<211> 360 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> NIK/p38 inhibitor binding site chimera 



<400> 37 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Tyr 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Leu 


Lys 


His 


Met 


Arg 


His 


65 










70 










75 










80 


Val 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Thr 


Asn 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 










i on 

lou 










1 QC 
lO J 










i y u 






lie 


Met 


Leu 


Asn 


Trp 


Met 


His 


Tyr 


Asn 


Gin 


Thr 


vai 


Asp 


He 


Trp 


Ser 






195 










200 










*1 A. C 

ZUo 








Val 


Gly 


Cys 


He 


Met 


Ala 


Glu 


Leu 


Leu 


Thr 


Giy 


Arg 


inr 


Leu 


Phe 


Pro 




210 










215 










ZZV 










Gly 


Thr 


Asp 


His 


Tin 

lie 


Asp 


Gin 


Leu 


Lys 


Leu 


lie 


Leu 


Arg 


Leu 


IT- "1 

val 


Giy 


22S 










230 






















Thr 


Pro 


Gly Ala 


Glu 


Leu 


Leu 


Lys 


Lys 


Ti- 
ne 


Ser 


Ser 


GlU 


Ser 


7(1 - 

Ala 


Arg 










245 










OCA 

2 50 










ice 

255 




Asn 


Tyr 


He 


Gin 


Ser 


Leu 


A 1 — 

Ala 


Gin 


Met 


Pro 


Lys 


Met 


Asn 


Phe 


Ala 


Asn 








260 










ZOD 










o *7 n 






Val 


Phe 


He 


Gly Ala Asn 


Pro 


Leu 


Ala 


Val 


Asp 


Leu 


Leu 


GlU 


Lys 


Met 






275 










ZoU 










ZoD 








Leu 


IT. "1 

val 


Leu 


Asp 


Ser 


Asp 


Lys 


Arg 


lie 


Thr 


Ala 


Ala 


Gin 


A 1 -v 

Ala 


Leu 


A 1 — 

Ala 




TOO 

z y u 










Z yb 










t n n 
JUL) 










His 


Ala 


Tyr 


Phe 


Ala 


Gin 


Tyr 


His 


Asp 


Pro 


Asp 


Asp 


Glu 


Pro 


Val 


Ala 












310 










j J.J 










inn 


Asp 


Pro 


Tyr 


Asp 


Gin 


Ser 


Phe 


Glu 


Ser 


Arg 


Asp 


Leu 


Leu 


He 


Asp 


Glu 










325 










330 










335 




Trp 


Lys 


Ser 


Leu 


Thr 


Tyr 


Asp 


Glu 


Val 


He 


Ser 


Phe 


Val 


Pro 


Thr 


Leu 








340 










345 










350 






Ala 


Val 


Lys 


Glu 


Glu 


Met 


Glu 


Ser 



















355 360 



<210> 38 
<211> 360 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> IKKb/p38 chimera 



<400> 38 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys 


Thr 


1 








5 










10 










15 




He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly 


Ser 








20 










25 










30 






Gly 


Ala 


Tyr 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 








Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He 


His 




50 










55 










60 










Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Leu 


Lys 


His 


Met 


Lys 


His 


65 










70 










75 










80 


Pro 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser 


Leu 










85 










90 










95 




Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Thr 


Tyr 


Leu 


Met 


Gly 


Ala 


Asp 








100 










105 










110 






Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val 


Gin 






115 










120 










125 








Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser 


Ala 




130 










135 










140 










Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn 


Glu 


145 










150 










155 










160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr 


Asp 










165 










170 










175 




Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro 


Glu 










1 O A 

loU 










IOC 

lob 










T Q A 

i y u 






lie 


Met 


Leu 


Asn 


Trp 


Met 


His 


Tyr 


Asn 


Gin 


Thr 


Val 


Asp 


He 


Trp 


Ser 






195 










200 










205 








Val 


Gly Cys 


He 


Met 


Ala 


Glu 


Leu 


Leu 


Thr 


Gly 


Arg 


Thr 


Leu 


Phe 


Pro 




210 










2 15 










2 2 0 










Gly 


Thr 


Asp 


His 


T "1 

lie 


Asp 


Gin 


Leu 


Lys 


Leu 


He 


Leu 


Arg 


Leu 


Val 


Gly 


225 










230 










235 










24 0 


Thr 


Pro Gly Ala 


Glu 


Leu 


Leu 


Lys 


Lys 


He 


Ser 


Ser 


Glu 


Ser 


Ala 


Arg 










245 










OCA 

250 










o c c 

255 




Asn 


Tyr 


He 


Gin 


Ser 


Leu 


Ala 


Gin 


Met 


Pro 


Lys 


Met 


Asn 


Phe 


Ala 


Asn 








260 










265 










270 






Val 


Phe 


He 


Gly Ala Asn 


Pro 


Leu 


Ala 


Val 


Asp 


Leu 


Leu 


Glu 


Lys 


Met 






275 










2 80 










2 85 








Leu 


Val 


Leu 


Asp 


Ser 


Asp 


Lys 


Arg 


He 


Thr 


Ala 


Ala 


Gin 


Ala 


Leu 


Ala 




290 










295 










3 0 0 










His 


Ala 


Tyr 


Phe 


Ala 


Gin 


Tyr 


His 


Asp 


Pro 


Asp 


Asp 


Glu 


Pro 


Val 


Ala 


T a r 

305 










310 










jib 










1 O A 

62. 0 


Asp 


Pro 


Tyr 


Asp 


Gin 


Ser 


Phe 


Glu 


Ser 


Arg 


Asp 


Leu 


Leu 


He 


Asp 


Glu 










325 










330 










335 




Trp 


Lys 


Ser 


Leu 


Thr 


Tyr 


Asp 


Glu 


Val 


He 


Ser 


Phe 


Val 


Pro 


Pro 


Pro 








340 










345 










350 






Ala 


Asp 


Gin 


Glu 


Glu 


Met 


Glu 


Ser 



















355 360 



<210> 39 

<211> 360 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> JNK/p38 chimera 



<400> 39 



Met 


Ser 


Gin 


Glu 


Arg 


Pro 


Thr 


Phe 


Tyr 


Arg 


Gin 


Glu 


Leu 


Asn 


Lys Thr 


1 








5 










10 










15 


He 


Trp 


Glu 


Val 


Pro 


Glu 


Arg 


Tyr 


Gin 


Asn 


Leu 


Ser 


Pro 


Val 


Gly Ser 








20 










25 










30 




Gly 


Ala 


Gin 


Gly 


Ser 


Val 


Cys 


Ala 


Ala 


Phe 


Asp 


Thr 


Lys 


Thr 


Gly His 






35 










40 










45 






Arg 


Val 


Ala 


Val 


Lys 


Lys 


Leu 


Ser 


Arg 


Pro 


Phe 


Gin 


Ser 


He 


He His 




50 










55 










60 








Ala 


Lys 


Arg 


Thr 


Tyr 


Arg 


Glu 


Leu 


Arg 


Leu 


Met 


Lys 


His 


Met 


Lys His 


65 










70 










75 








80 


Glu 


Asn 


Val 


He 


Gly 


Leu 


Leu 


Asp 


Val 


Phe 


Thr 


Pro 


Ala 


Arg 


Ser Leu 










85 










90 










95 


Glu 


Glu 


Phe 


Asn 


Asp 


Val 


Tyr 


Leu 


Val 


Met 


Glu 


Leu 


Met 


Gly 


Ala Asp 








100 










105 










110 




Leu 


Asn 


Asn 


He 


Val 


Lys 


Cys 


Gin 


Lys 


Leu 


Thr 


Asp 


Asp 


His 


Val Gin 






115 










120 










125 






Phe 


Leu 


He 


Tyr 


Gin 


He 


Leu 


Arg 


Gly 


Leu 


Lys 


Tyr 


He 


His 


Ser Ala 




130 










135 










140 








Asp 


He 


He 


His 


Arg 


Asp 


Leu 


Lys 


Pro 


Ser 


Asn 


Leu 


Ala 


Val 


Asn Glu 


14 5 










150 










155 








160 


Asp 


Cys 


Glu 


Leu 


Lys 


He 


Leu 


Asp 


Phe 


Gly 


Leu 


Ala 


Arg 


His 


Thr Asp 










165 










170 










175 


Asp 


Glu 


Met 


Thr 


Gly 


Tyr 


Val 


Ala 


Thr 


Arg 


Trp 


Tyr 


Arg 


Ala 


Pro Glu 



180 

lie Met Leu Asn 
195 

Val Gly Cys He 
210 

Gly Thr Asp His 
225 

Thr Pro Gly Ala 

Asn Tyr He Gin 
260 

Val Phe He Gly 
275 

Leu Val Leu Asp 
290 

His Ala Tyr Phe 
305 

Asp Pro Tyr Asp 

Trp Lys Ser Leu 
340 

Leu Asp Gin Glu 
355 



Trp Met His Tyr 
200 

Met Ala Glu Leu 
215 

He Asp Gin Leu 
230 

Glu Leu Leu Lys 
245 

Ser Leu Ala Gin 

Ala Asn Pro Leu 
280 

Ser Asp Lys Arg 
295 

Ala Gin Tyr His 
310 

Gin Ser Phe Glu 
325 

Thr Tyr Asp Glu 

Glu Met Glu Ser 
360 



185 

Asn Gin Thr Val 

Leu Thr Gly Arg 
220 

Lys Leu He Leu 
235 

Lys He Ser Ser 
250 

Met Pro Lys Met 
265 

Ala Val Asp Leu 

He Thr Ala Ala 
300 

Asp Pro Asp Asp 
315 

Ser Arg Asp Leu 
330 

Val He Ser Phe 
345 



190 

Asp He Trp Ser 
205 

Thr Leu Phe Pro 

Arg Leu Val Gly 
240 

Glu Ser Ala Arg 
255 

Asn Phe Ala Asn 
270 

Leu Glu Lys Met 
285 

Gin Ala Leu Ala 

Glu Pro Val Ala 
320 

Leu He Asp Glu 
335 

Val Pro Pro Pro 
350 



